Oesophageal adenocarcinoma is one of the most fatal tumours to affect the digestive tract and is the eighth most common malignancy worldwide. Gastro-oesophageal reflux has an important role in the incidence of adenocarcinoma of the oesophagus. Gastro-oesophageal reflux disease (GERD) is a multifactorial, acid-peptic disorder that results from the reflux of noxious material from the stomach into the oesophagus. The refluxed material causes the occurrence of oesophageal inflammation which creates a condition that is called reflux oesophagitis. The prevalence of this disease has increased dramatically in recent decades, mostly in the western world, where it affects about 10% to 30% of the population. The aetiology of oesophageal mucosal damage is complicated. Many inflammatory mediators are produced within the gastrointestinal (GI) tract, but their contributions in pathophysiology and disease pathogenesis have not been well investigated. Despite the protective barrier provided by the oesophageal mucosa, refluxed materials can cause oxidative injury and inflammatory responses that involve the epithelium and immune cells. The analysing cellular events in gastro-oesophageal reflux disease and physiological responses to such conditions are important and necessary for a better grasp of the pathogenesis of GERD and the expansion of new treatments. Therefore, we want to discuss some of the important and key factors of GERD disease in this article.
| INTRODUCTION
Gastro-oesophageal reflux disease (GERD) is widely considered a serious cause of oesophageal squamous epithelium inflammation.
GERD develops due to the prolonged exposure of oesophageal cells to the acidic contents of the stomach. 1 Nonerosive reflux disease (NERD) and erosive oesophagitis (EE) are the most common phenotypic presentations of GERD. EE is determined as the presence of a specific wound in the oesophagus of patients with or without GERD symptoms; however, patients with NERD have typical GERD symptoms and do not exhibit macroscopic lesions in the mucous membrane by endoscopy despite the mucous membranes not being normal. 1 It should be known if oesophagitis persists, it can motive hyperplasia and Barrett's oesophagus (BE), a premalignant situation in which the normal stratified lining of the oesophagus is replaced with metaplastic specialized intestinal-type epithelium with goblet cells. 2 The aetiology of oesophageal mucosal damage is complicated.
factors on the onset and spread of this disease, we will discuss the mechanisms that affect the development of GERD. COX can eliminate allergic, inflammatory, and pain symptoms. 7 The function of NSAIDs is to inhibit COX. The COX has been shown to be expressed in at least two different isoforms: the constitutively expressed form that exists in all tissues called COX-1, and a COX-2 form induced by various agents, including mitogens, hormones, and cytokines. COX-1 is a "housekeeping" gene that is expressed in most normal tissues that are important for many functions. In contrast, COX-2 is a product of the "immediate-early" gene; it is rapidly induced by cytokines, inflammatory mediators, endotoxin, and growth factors. 8 There is great evidence that COX-2 induction plays an important role in cancer progression by promoting cell proliferation, decreasing apoptosis rate, and stimulating angiogenesis. The expression of COX-2 has often been accompanied by precancerous changes in the GI mucosa such as Barrett's oesophagus, and it is also involved in the progression of cancers. As shown in Figure 1 , with the peroxidase action in PGs production pathway, NAD − and NADP − radicals are produced. These radicals can produce O 2
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INFLAMMATION
−.
that subsequently causes the occurrence of oxidative stress. The excessive production of NO as an inflammatory interface can cause tissue destruction in inflammatory autoimmune disease.
11
Depending on the amount of NO concentration, it can act as either a pro-inflammatory or anti-inflammatory agent. Soluble guanylyl cyclase is the main receptor of NO in the cell membrane. When NO is coupled with the soluble guanylyl cyclase, the intracellular catalytic unit is activated and catalyses the conversion of GTP to cGMP, then the protein kinase G and the kinase regulated by the external signal are activated. Activating this pathway is a mark for immigration of a cancerous cell, and it is sometimes necessary to attack tumour cells and metastasis. 12 As shown in Figure 1 , nitric oxide is a poor oxidant that can react with superoxide and form secondary power intermediates such as proxy nitrite and nitrogen dioxide, which interfere with their cytotoxic effects. 
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